Background: Hypogonadotropic hypogonadism (HH) is characterized by inappropriately low serum concentration of LH (luteinizing hormone) and FSH (follicle-stimulated hormone) in the setting of hypogonadism. A number of pathologic processes cause Hypogonadotropic hypogonadism but it can also occur as a part of various congenital syndromes. Objectives. To characterize the morphotypes and the hormonal profile of the HH patients enrolled in the COST Action BM1105 within "C.I. Parhon" National Institute of Endocrinology from May 2012 onward. Methods. The eligible patients were selected by using a general protocol that included: a detailed familial and personal history; a clinical evaluation focusing on genital development; a hormonal evaluation that aimed to exclude the acquired causes of HH and to characterize the basal/stimulated (triptoreline) profile of gonadotropins; a DNA extraction for genetic studies. Results: We examinated the medical records of patients admitted in our institute with the diagnosis of hypogonadotropic hypogonadism from May 2012 onward. There were 19 patients: 12 males and 7 females, age at diagnosis 28.03±11.45 years (13.4-56 years). The phenotypic expressions were variable and the hormonal evaluation showed low values of basal and stimulated gonadotropins. Conclusions: Although hypogonadotropic hypogonadism is a rare disease, the monospeciality profile of National Institute of Endocrinology enable the enrolment of a high number of patients in order to create clinical guidelines for evaluation/diagnosis and for treating GnRH deficient patients.
Introduction
Episodic stimulation of LH and FSH secretion from the pituitary by gonadotropin releasing hormone (GnRH) represents the initial neuroendocrine step in the reproductive cascade. GnRH command pulsatile gonadotropin secretion, modulate gonadal steroid feedback and determine the initiation of pubertal development and fertility across the life [1] .
Isolated GnRH deficiency (IGD) is caused by impaired gonadotropin release in the setting of otherwise normal anterior pituitary anatomy and function and in the absence of secondary causes of hypogonadotropic hypogonadism. Individuals with IGD have normal pituitary function tests and their hypogonadism typically responds to a physiologic regimen of exogenous GnRH [2] .
GnRH deficiency is caused by complete or partial absence of GnRH-mediated release of LH and FSH. In addition to the reproductive defect, approximately two thirds of individuals with IGD have and impaired sense of smell (anosmia/hyposmia) [3] . In the presence of anosmia, isolated GnRH deficiency is called Kallmann syndrome and in the presence of a normal smell it is called normosmic IGD.
The signs of gonadotropin deficiency in a male may be present at birth but typically the significance of these findings is not recognized until puberty. Cryptochidism and micropenis can be a manifestation of an early impairment in the reproductive axis in boys, especially when associated with abnormally low serum concentrations of gonadotropins and testosterone in the first month of life [4] . The rate of linear growth is usually normal but most individuals have a eunuchoid body habitus.
At puberty, most individuals with IGD have abnormal sexual maturation, usually with incomplete development of secondary sexual characteristics. In adult male, the impaired sexual development means prepubertal testicular volume, absence of secondary sexual features (facial and axillary hair growth and deepening of the voice and decreased muscle mass). Females have little or no breast development and primary amenorrhea. Pubic hair growth is normal in both sexes because adrenal maturation proceeds normally.
Isolated GnRH deficiency is characterized by low or normal serum concentration of LH and FSH in the setting of low circulating concentrations of sex steroids (testosterone and estradiol). LH secretions are apulsatile and responsiveness to a regimen of physiologic doses of exogenous GnRH [5] .
Objectives
To characterize the morphotypes and the hormonal profile of the patients with hypogonadotropic hypogonadism within "C.I. Parhon" National Institute of Endocrinology enrolled in the COST Action BM 1105 from May 2012 onward.
Material and method
The eligible patients were selected using a general protocol that included:
A 4,5, Fig. 3 ) Evaluation of FSH/LH ratio demonstrated no significant difference between basal and stimulated states, excluding isolated FSH or LH deficiency.
A cut-off value of stimulated LH≥5 UI/l and a cutoff value of stimulated testosterone ≥0,9 ng/dl /estradiol ≥70 pg/ml were considered for excluding constitutional delay of growth and puberty.
Adrenal and thyroid axis was found normal in all cases. 
Conclusions
Although hypogonadotropic hypogonadism is a rare disease, the monospeciality profile of the National Institute of Endocrinology enable the enrolment of a high number of patients, the hormonal evaluation of this disease being continuously ongoing. In this way, Romanian endocrinologists may have a leading role in create clinical guidelines for evaluation, diagnosis and for treating GnRH deficient patients and to translate scientific understanding into improved patient care.
